INTRODUCTION {#sec1-1}
============

Gestational trophoblastic disease (GTD) is a group of rare tumors resulting from abnormal growth of cells of trophoblastic epithelium of the placenta. The most common type of GTD is called a hydatidiform mole (HM), also known as a molar pregnancy. HM can be complete or partial: Complete mole (CM) accounts for the majority of HM which develops when either 1 or 2 sperm cells fertilize an egg containing a nucleus or DNA, with no identifiable fetus, whereas the partial mole contains some fetal tissue but no viable fetus.\[[@ref1][@ref2]\]

There is a vast difference in the incidence of molar pregnancy in the different regions of the world. The incidence of molar pregnancy is 0.5-1 per 1000 pregnancies in North America and Europe, 2 per 1000 pregnancies in Southeast Asia, 1 per 250 pregnancies in Philippines, and much higher in Taiwan, 1 per 125 pregnancies.\[[@ref3][@ref4]\] These variations may be attributed to the difference in the reporting data source, whether population-based or hospital-based. The other factors that may be responsible for this variation in the occurrence of molar pregnancy include socioeconomic and nutritional factors. In South Korea, the incidence of molar pregnancies has dropped from 4.4:1000 pregnancies in the 1960s to 1.6:1000 pregnancies in1990s mainly due to an improvement in living standards, socioeconomic and nutritional factors.\[[@ref5]\] Low dietary carotene and animal fat consumption is associated with increased risk of molar pregnancy.\[[@ref6][@ref7]\] Two reports from Saudi Arabia in 1988, reported incidence of molar pregnancy 1:446 and 1:676 pregnancies;\[[@ref8][@ref9]\] whereas, a study in 2003 reported incidence as 0.9 per 1000 pregnancies.\[[@ref10]\] This decrease in incidence may be related to an improvement in socioeconomic and dietary factors as animal studies have shown that diet can reset genetic outline.\[[@ref11]\]

Among various reported risk factors, the most common are extreme maternal age, and previous history of HM. In complete mole, markedly elevated BhCG causes symptoms and complications.\[[@ref12]\] The most common presenting symptom is vaginal bleeding. The diagnosis of molar pregnancy is usually made during the second trimester, and classical signs and symptoms include large uterine size, toxemia, anemia, hyperemesis, respiratory distress, and hypothyroidism.\[[@ref12]\] In recent years, clinical presentation of molar pregnancy has changed largely because of diagnosis of CM at early gestational age.\[[@ref12]\]

The purpose of this study was to look at the clinical presentation and treatment outcome of patients with complete molar pregnancy at a tertiary care teaching hospital in Dammam.

MATERIALS AND METHODS {#sec1-2}
=====================

After approval of institutional ethical review committee, the medical records of all molar pregnancy cases among all the deliveries at a tertiary care hospital in Dammam from 2005 to 2014 were reviewed. Data abstracted included patient\'s age, parity, presenting symptoms, gestational age at diagnosis, uterine size, ultrasonographic findings, BhCG leve at the time of diagnosis and at follow-up after evacuation, and blood loss during evacuation.

All patients were admitted after diagnosis, and 2 units of packed RBC were cross-matched. All procedures were done under general anesthesia; after dilatation of the cervix to 12 mm, suction curettage was performed and simultaneously an infusion of 40 units of syntocinon (Oxytocin^®^ , Novartis Pharmaceuticals Ltd., UK) in one liter of normal saline was started.

BhCG with a radioimmunoassay sensitivity of 5 mIU/mL was used. Following evacuation, BhCG levels for all the patients were obtained. Patients were followed weekly in the clinic until 3 consecutive normal BhCG levels one week apart were achieved. Following the normalization of BhCG, patients were followed by monthly BhCG for 6 months. All patients were counseled to use combined contraceptive pills to prevent pregnancy during the period of follow up.

Data was entered and analyzed using Excel 2000 (Microsoft Corporation, Seattle, WA, USA). Statistical analysis included calculation of mean and standard deviation for continuous variables, and frequency distribution for categorical variables.

RESULTS {#sec1-3}
=======

During the ten year period, a total of 25,000 deliveries were done at this hospital. Twenty-two cases of CM were encountered, i.e., 0.9 case per 1000 pregnancies. The age of patients in the study was 32.5 ± 1.2 years \[[Table 1](#T1){ref-type="table"}\]. The majority (63.7%) of patients were older than 35 years, and were nulliparous (45.5%) \[[Table 2](#T2){ref-type="table"}\]. Only one patient had a history of 2 consecutive molar pregnancies. The commonest symptom was vaginal bleeding (86.4%) followed by hyperemesis gravidarum (41.0%); hyperthyroidism was seen in 1 patient (4.5%) and none had pre-eclampsia \[[Table 3](#T3){ref-type="table"}\]. The mean gestational age at the time of diagnosis was 11.4 ± 0.3 weeks. Uterine size was large for dates for 27.3% cases \[[Table 1](#T1){ref-type="table"}\], and small for dates in 18.2% cases. Ovarian enlargement by theca-lutin cyst was seen in 3 patients (13.6%) \[[Table 3](#T3){ref-type="table"}\].
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Signs and symptoms of patients with molar pregnancy (*n*=22)
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BhCG level was variable in all patients but not less than 100,000 mIU/ml. Blood loss during evacuation was 468 ± 31 ml \[[Table 1](#T1){ref-type="table"}\], and 4 patients (18.2%) required blood transfusion because of low hemoglobin and symptoms of anemia. Time required to obtain normal BhCG values following evacuation was 63 ± 6 days \[[Table 1](#T1){ref-type="table"}\]. One patient, who had high BhCG titer (189,000 mIU/ml) at diagnosis, had an invasive mole and was treated with Methotrexate. None of the cases developed choriocarcinoma.

DISCUSSION {#sec1-4}
==========

In the present study, 22 cases of CM were encountered out of 25,000 deliveries done at our hospital; 0.9 cases per 1000 pregnancies. This is similar to what has been reported previously.\[[@ref10]\] The major risk factors for developing molar pregnancy are history of previous molar pregnancy and maternal age.\[[@ref12]\] Generally, HM is more common in extreme maternal age. In the present study, 63.7% cases of HM occurred in women older than 35 years, and 18.2% in women less than 20 years of age, a finding consistent with previous studies.

The study by Gockley *et al*., indicated that compared to average age women, adolescents had seven times higher risk of developing CM, and older women had two times higher risk.\[[@ref6]\] Similarly, studies have shown a higher risk of CM among women who had a history of previous CM.\[[@ref13][@ref14]\] The families with intermarriages have shown familial history of molar pregnancy.\[[@ref15]\] In the present study, one 20 year old patient had two previous consecutive molar pregnancies at the age of 16, and 18 years; there was no familial history of molar pregnancy or intermarriages.

In the last two decades, due to early diagnosis, there has been a change in the clinical picture of HM. Sun *et al*. reported fewer number of patients with CM presenting with vaginal bleeding. This was attributed to the implementation of early routine ultrasound for pregnant women in the region.\[[@ref7]\] In contrast, a majority of cases in our study presented with vaginal bleeding. The reason for this may be the labeling of any spotting and brownish vaginal discharge by a patient as vaginal bleeding.

In the recent years, patients rarely present with a compound theca-lutin cyst in the ovaries.\[[@ref12]\] In this study, only 3 patients (13.6%) had ovarian enlargement This low number is due to a policy to refer any patient with bleeding or hyperemesis in early pregnancy for ultrasound to exclude twins or molar pregnancy.

Pre-eclampsia in the second trimester, a typical feature of CM, is now rarely seen as the majority of cases are diagnosed early in the first trimester. In our study, the uterine size was large for dates in 27.3% of patients which is similar to what is reported in other studies.\[[@ref16][@ref17]\]

In our institution, the standard care for women with the diagnosis of complete mole is suction curettage irrespective of uterine size. Medical methods were not used for any patients because of increased need for subsequent chemotherapy.\[[@ref18]\]

The American College of Obstetricians and Gynecologists recommends that for patients with HM, BhCG levels should be measured 48 hours after evacuation and every 1 to 2 weeks until levels are undetectable. After attaining undetectable levels, follow-up measurements are made at monthly intervals for an additional 6 months.\[[@ref19]\] This short protocol has led to fewer patients lost to follow up, and an initiation of chemotherapy after early diagnosis for patients with potentially malignant changes. This protocol has also resulted in the reduction of the cost of BhCG assays and relief from the anxiety and fear from anticipated GTD.

During BhCG follow up, patients are advised not to get pregnant for at least 6 months after BhCG levels have normalized in case of CM, and for 12 months in GTD. The development of a new generation of reliable OCP has enabled women to avoid pregnancy.\[[@ref20]\] Combined oral contraceptive pills (OCP) are the best choice; all patients in the study used OCP to prevent pregnancy and allowed post-evacuation BhCG monitoring. However, a study showed that the use of OCP before BhCG remission may increase risk of persistent GTD after a molar pregnancy;\[[@ref21]\] other studies showed no increase in the risk of GTD with the use of OCP after molar pregnancy.\[[@ref19][@ref22][@ref23]\]

The incidence of persistent trophoblastic disease with CM is 8%, and the risk of malignant complications with CM is 0.5%. One patient in the present study developed an invasive mole during follow up and required chemotherapy. Prophylactic chemotherapy after molar evacuation is not standard care in our institution. This patient was 18 weeks pregnant and uterine size corresponded to a 30 weeks pregnant uterus, and BhCG at diagnosis was 189,000 mIU/ml. A study showed that a single course of folinic acid and methotrexate decreased the incidence of post molar GTD from 47.4% to 14.3% (*p* \< 0.05) in patients with high-risk moles.\[[@ref23]\] Prophylactic chemotherapy may decrease the risk of GTN in women with CM who are at a higher risk of malignant transformation. However, currently, there is limited evidence in support of this practice which is currently not recommended because of the risk of drug resistance, delay in the treatment of GTN, and unnecessary exposure of women to toxic side effects.\[[@ref24]\]

CONCLUSION {#sec1-5}
==========

Molar pregnancy is an uncommon condition in our region. Women aged older than 35 years and nulliparous are at a higher risk of developing molar pregnancy, with vaginal bleeding as the commonest presenting symptom. Patients with high BhCG levels (\>100,000 mIU/ml) and large for date uteri at diagnosis, are at high risk of developing GTD, and need a careful follow-up thereafter. Early booking of pregnant women to antenatal care clinics and routine first trimester ultrasound has made diagnosis easier and earlier before any complications arise. Histological review for all miscarriages is mandatory for the detection and diagnosis of HM. The majority of cases followed a benign course. The weakness of this study is retrospective review of the data and low number of patients. The hospital-based data from other regions are necessary for the calculation of the real incidence of molar pregnancy.
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